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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSSPTA1626GMS 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ? ) : 2 



★ * * 


★ * 


★ * 


* * 


* .Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 






"Ask CAS 11 for self-help around the clock 


NEWS 


3 


FEB 


27 


New STN AnaVist pricing effective March 1, 2006 


NEWS 


4 


MAY 


10 


CA/CAplus enhanced with 1900-1906 U.S. patent records 


NEWS 


5 


MAY 


11 


KOREAPAT updates resume 


NEWS 


6 


MAY 


19 


Derwent World Patents Index to be reloaded and enhanced 


NEWS 


7 


MAY 


30 


IPC 8 Rolled-up Core codes added to CA/CAplus and 










US PATFULL/US PAT2 


NEWS 


8 


MAY 


30 


The F-Term thesaurus is now available in CA/CAplus 


NEWS 


9 


JUN 


02 


The first reclassification of IPC codes now complete in 










INPADOC 


NEWS 


10 


JUN 


26 


TULSA/ TULSA2 reloaded and enhanced with new search and 










and display fields 


NEWS 


11 


JUN 


28 


Price changes in full -text patent databases EPFULL and PCTFULL 


NEWS 


12 


JU1 


11 


CHEMSAFE reloaded and enhanced 


NEWS 


13 


JU1 


14 


FSTA enhanced with Japanese patents 


NEWS 


14 


JU1 


19 


Coverage of Research Disclosure reinstated in DWPI 


NEWS 


15 


AUG 


09 


INSPEC enhanced with 1898-1968 archive 


NEWS 


16 


AUG 


28 


ADISCTI Reloaded and Enhanced 


NEWS- 


17 


AUG 


30 


CA(SM) /CAplus (SM) Austrian patent law changes 


NEWS 


18 


SEP 


11 


CA/CAplus enhanced with more pre- 1907 records 


NEWS 


19 


SEP 


21 


CA/CAplus fields enhanced with simultaneous left and right 










truncation 


NEWS 


20 


SEP 


25 


CA(SM) /CAplus (SM) display of CA Lexicon enhanced 


NEWS 


21 


SEP 


25 


CAS REGISTRY (SM) no longer includes Concord 3D coordinates 


NEWS 


22 


SEP 


25 


CAS REGISTRY (SM) updated with amino acid codes for pyrrolysine 


NEWS 


23 


SEP 


28 


CEABA-VTB classification code fields reloaded with new 










classification- scheme 



NEWS EXPRESS JUNE 30 CURRENT WINDOWS VERSION IS V8.01b, CURRENT 
MACINTOSH VERSION IS V6.0c(ENG) AND V6 . OJc ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 26 JUNE 2006. 

NEWS HOURS STN Operating Hours Plus Help Desk Availability 

NEWS LOGIN Welcome Banner and News Items 

NEWS IPC8 For general information regarding STN implementation of IPC 8 

NEWS X25 X.25 communication option no longer available 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
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research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

************** Columbus *************** 

FILE 1 HOME 1 ENTERED AT 14:37:06 ON 08 OCT 2006 



Uploading 

THIS COMMAND NOT AVAILABLE IN THE CURRENT FILE 
Do you want to switch to the Registry File? 
Choice (Y/n) : 

Switching to the Registry File. . . 

Some commands only work in certain files. For example, the EXPAND 
command can only be used to look at the index in a file which has an 
index. Enter "HELP COMMANDS " at an arrow prompt (=>) for a list of 
commands which can be used in this file. 

=> FILE REGISTRY 

COST IN U.S. DOLLARS SINCE FILE TOTAL 



FILE 'REGISTRY' ENTERED AT 14:37:26 ON 08 OCT 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 6 OCT 2006 HIGHEST RN 909850-02-8 

DICTIONARY FILE UPDATES: 6 OCT 2006 HIGHEST RN 909850-02-8 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

REGISTRY includes numerically searchable data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

ht tp : / /www . cas . org/ONLINE/UG/regprops . html 



= > 



FULL ESTIMATED COST 



ENTRY 
0.21 



SESSION 
0.21 



=> 



Uploading C:\Program Files\Stnexp\Queries\10566562h. str 
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I 15 




chain nodes : 

10 11 12 13 14 15 16 18 
ring nodes : 

123456789 
chain bonds : 

5-11 6-16 7-15 9-10 11-12 11-13 12-14 12-18 
ring bonds : 

1-2 1-6 2-3 3-4 4-7 5-6 5-9 6-7 7-8 8-9 
exact /norm bonds : 

5-6 5-9 5-11 6-16 7-15 11-13 12-14 
exact bonds : 

1-2 1-6 2-3 3-4 4-7 6-7 7-8 8-9 9-10 11-12 12-18 
isolated ring systems : 
containing 1 : 



G1:X 

Match level : 

l:Atom 2:Atom 3: Atom 4 : Atom 5: Atom 6: Atom 7:Atom 8:Atom 9: Atom 10: CLASS 
11: CLASS 12: CLASS 13 : CLASS 14 : CLASS 15 : CLASS 16 : CLASS 18: CLASS 

Stereo Bonds : 

10-9 (Single Wedge) . 



Stereo Chiral Centers: 
9 (Parity=Don' t Care) 
Stereo RSS Sets: 

Type=Relative (Default) . 1 Nodes= 9 
LI STRUCTURE UPLOADED 

= > d 11 

LI HAS NO ANSWERS 
LI STR 
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H 





Gl X 



Structure attributes must be viewed using STN Express query preparation. 



= > s 11 

SAMPLE SEARCH INITIATED 14:37:40 FILE 'REGISTRY* 
SAMPLE SCREEN SEARCH COMPLETED - 32 TO ITERATE 



100.0% PROCESSED 
SEARCH TIME: 00.00.01 



32 ITERATIONS 



0 ANSWERS 



FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 301 TO 979 

PROJECTED ANSWERS: 0 TO 0 



L2 



0 SEA SSS SAM LI 



=> s 11 sss full 

FULL SEARCH INITIATED 14:37:46 FILE 1 REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 586 TO ITERATE 

100.0% PROCESSED 586 ITERATIONS 

SEARCH TIME: 00.00.01 



L3 



2 SEA SSS FUL LI 




Uploading C:\Program Files\Stnexp\Queries\l0566562i . str 





10566562h.trn 



Page 4 



14:46 



10/08/2006 



10566562h. trn 



chain nodes : 

2 3 4 5 6 7 8 9 10 11 12 
chain bonds : 

2-3 2-7 2-8 3-4 3-9 4-5 5-6 9-10 9-11 11-12 
exact /norm bonds : 
2-3 9-10 9-11 
exact bonds : 

2-7 2-8 3-4 3-9 4-5 5-6 11-12 



G1:X 



Match level : 

2: CLASS 3 : CLASS 4 : CLASS 5 : CLASS 6 : CLASS 7 : CLASS 8 : CLASS 9 : CLASS 10: CLASS 
11: CLASS 12: CLASS 



Stereo Bonds : 

9-3 (Single Wedge) . 



Stereo Chiral Centers: 
3 (Parity=Don' t Care) 
Stereo RSS Sets : 

Type=Relative (Default). 1 Nodes= 3 
L4 STRUCTURE UPLOADED 

. => d 14 

L4 HAS NO ANSWERS 
L4 STR 




0 



i 

Et 

Gl X 

Structure attributes must be viewed using STN Express query preparation. 



= > s 14 

SAMPLE SEARCH INITIATED 14:39:16 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 7697 TO ITERATE 
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26.0% PROCESSED 2000 ITERATIONS 3 ANSWERS 

INCOMPLETE SEARCH (SYSTEM LIMIT EXCEEDED) 
SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 148681 TO 159199 

PROJECTED ANSWERS: 27 TO 433 

L5 3 SEA SSS SAM L4 

=> S 14 sss full 

FULL SEARCH INITIATED 14:39:22 FILE ' REGISTRY ' 
FULL SCREEN SEARCH COMPLETED - 154 664 TO ITERATE 

100.0% PROCESSED 154664 ITERATIONS 
SEARCH TIME: 00.00.01 

L6 97 SEA SSS FUL L4 

=> FIL HCAPLUS 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 334.32 334.53 

FILE 'HCAPLUS' ENTERED AT 14:39:27 ON 08 OCT 2006 
USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 
PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 
COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 




Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 8 Oct 2006 VOL 145 ISS 16 
FILE LAST UPDATED: 6 Oct 2006 (20061006/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> d his 

(FILE 1 HOME 1 ENTERED AT 14:37:06 ON 08 OCT 2006) 
FILE 'REGISTRY' ENTERED AT 14:37:26 ON 0.8 OCT 2006 



LI STRUCTURE UPLOADED 

L2 0 S LI 

L3 2 S LI SSS FULL 

L4 STRUCTURE UPLOADED 
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L5 
L6 



3 S L4 
97 S L4 SSS FULL 



FILE 'HfftPTiUfi' F1NTRRFID AT 14:39:27 ON 08 OCT 2006 



=> s 13 and 16 



T-lT** 



L7 




=> FIL CASREACT 
COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
'2.53 



TOTAL 
SESSION 
337.06 



FULL ESTIMATED COST 



FILE "CASREACT' ENTERED AT 14:39:59 ON 08 OCT 2 006 
USE IS SUBJECT TO THE TERMS OF YOUR CUSTOMER AGREEMENT 
COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 

Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 

FILE CONTENT: 1840 - 8 Oct 2006 VOL 145 ISS 15 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 
**********************************^ 

* * 

* CASREACT now has more than 10 million reactions * 

******************************^ 

Some CASREACT records are derived from the ZIC/VINITI database (1974-1991) 
provided by InfoChem, INPI data prior to 1986, and Biotransformations 
database compiled under the direction of Professor Dr. Klaus Kieslich. 

This file contains CAS Registry Numbers for easy and accurate substance 
identification. 

=> s 13 and 16 

0 L3 
104 L6 

L8 0 L3 AND L6 



FILE 'HCAPLUS* ENTERED AT 14:40:12 ON 08 - OCT 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
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=> FIL HCAPLUS 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
56.84 



TOTAL 
SESSION 
393.90 



FULL ESTIMATED COST 
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for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 8 Oct 2006 VOL 145 ISS 16 
FILE LAST UPDATED: 6 Oct 2006 (20061006/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 

=> d his 

(FILE 'HOME' ENTERED AT 14:37:06 ON 08 OCT 2006) 

FILE 'REGISTRY' ENTERED AT 14:37:26 ON 08 OCT 2006 

LI STRUCTURE UPLOADED 

L2 0 S LI 

L3 2 S LI SSS FULL 

£3 1 ' "STRUrrUtfE UPLOADED 

L5 3 S L4 

L6 97 S L4 SSS FULL 

FILE 'HCAPLUS' ENTERED AT 14:39:27 ON 08 OCT 2006 
L7 0 S L3 AND L6 

FILE 'CASREACT' ENTERED AT 14:39:59 ON 08 OCT 2006 
L8 0 S L3 AND L6 

FILE 1 HCAPLUS 1 ENTERED AT 14:40:12 ON 08 OCT 2006 

=> s perindopril 

1113 PERLNDQPRXL 



=> s 19 and process 

2318870 PROCESS 

1574126 PROCESSES 

3460959 PROCESS 

(PROCESS OR PROCESSES) 
L10 82 L9 AND. PROCESS 

=> s 110 and 13 

1 L3 

Lll 0 L10 AND L3 

= > s 110 and 1"6 

621 L6 

L12 5 L10 AND L6 

=> s 110 and p/dt 

5448375 P/DT 
L13 46 L10 AND P/DT 

=> s 113 and us/pc 
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L14 



1597628 US/PC 

20 L13 AND US/PC 



=> s 114 and py<=2003 

23874816 PY<=2003 
L15 12 L14 AND PY<=2003 

=> d 112 ibib abs hitstr tot 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2006:332164 HCAPLUS 
144:331697 

An improved process for the preparation of 
N- [1 (S) - (ethoxycarbonyl) butyl] -L-alanine 
Chgii^r-Satyanaryana; Bandari, Mohan; Mathuresh, 
••Sethi 

Matrix Laboratories Ltd., India 



Kumar 



PCT Int. Appl. 

CODEN: PIXXD2 

Patent 

English 

1 



9 pp. 



PATENT 


NO. 






KIND ■ 


DATE 






APPLICATION 


NO. 




DATE 




WO 2006006183 




A2 




2o0601L$ 




WO 2005- 


IN225 




20050704 


W: 


AE, 


AG, 


AL, 


AM, 




AU^ 




BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CO, 


CR, 


CU,> 




-t5eT 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, 


GH, 


GM, 


HR,\ 


HU, 




IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KM, 


KP, 


KR, 


KZ, 




LC, 


LK, 


LR, 


LS, 


J- 1 1 / 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, 




NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 




SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 




ZA, 


ZM, 


ZW 




























RW: 


AT, 


BE, 


BG, 


CH, 


CY, 


cz, 


DE, 


DK, 


EE, 


ES, 


FIi 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















PRIORITY APPLN. 


INFO 














IN 2004- 


CH669 




A 20040712 


AB An improved process 


for 


the 


preparation 


of : 


N- [1 


(S) - 













(ethoxycarbonyl) butyl] -L-alanine from norvaline Et ester and pyruvic acid 
involves bubbling of hydrogen gas into the reaction mixture at atmospheric 
pressure 

or a slightly neg. pressure at low temperature in the presence of palladium on 
carbon. Thus, hydrogenation of a mixture of 100 g Et L-norvalinate and 61 g 
pyruvic acid in aqueous solution (pH 9.5 ± 0.2) in the presence of 5 % Pd/C 
for 12 h at -2 to +7°C afforded 44 g of N-[1(S)- 
( ethoxycarbonyl) butyl] -L-alanine. 

IT 39256-85-4, Ethyl L-norvalinate 

RL: RCT (React ant) ; RACT (React ant or reagent) 

(preparation of N- [1 (S) - (ethoxycarbonyl) butyl] -L-alanine from norvaline Et 
ester and pyruvic acid under catalytic hydrogenation) 

RN 39256-85-4 HCAPLUS 

CN L-Norvaline, ethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:1117891 HCAPLUS 
143 :367597 

Process for the preparation of 
perindopril 

KanJ^ja-r-^rjendra Narayanrao; Rao, Dharmaraj 

^machandra 

Neopharma Limited, UK 

Brit. UK Pat. Appl . , 21 pp. 

CODEN: BAXXDU 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


GB 2413128 






Al 




20 OS, 






GB 2004-8258 






20040413 


WO 2005100317 




Al 




2U051027 




WO 2005-GB1355 




20050407 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BW, 


BY, 


BZ, 


CA, CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, EE, 


EG, 


ES, 


FI, 


GB, GD, 




GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, KE, 


KG, 


KM, 


KP, 


KR, KZ, 




LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, MK, 


MN, 


MW, 


MX, 


MZ, NA, 




NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, SC, 


SD, 


SE, 


SG, 


SK, SL, 




SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, US, 


UZ, 


VC, 


VN, 


YU, ZA, 




ZM, 


ZW 
























RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, 




AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, BG, 


CH, 


CY, 


cz, 


DE, DK, 




EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IS, 


IT, LT, 


LU, 


MC, 


NL, 


PL, PT, 




RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, CM, 


GA, 


GN, 


GQ, 


GW, ML, 




MR, 


NE, 


SN, 


TD, 


TG 




















PRIORITY APPLN. 


INFO 














GB 2004-8258 






\ 20040413 



OTHER SOURCE (S): MARPAT 143:367597 

AB A process for preparing perindopril or a 

pharmaceutically-acceptable salt comprises coupling a 4-halo-, 4-alkoxy- 
or 4-nitrobenzyl ester of (2S , 3aS, 7aS) -2 -carboxyoctahydro indole with 
N- [ (S) -1-carbethoxybutyl] -L-alanine (1) in the presence of DCC and HOBT, 
followed by catalytic hydrolgenolysis . The starting ester was obtained 
from (S) -indoline-2-carboxylic acid by hydrogenat ion- ester if icat ion and 1 
was obtained from norvaline Et ester and pyruvic acid under catalytic 
hydrogenation conditions. The method was applied to the synthesis 
perindopril erbumine (20.5 g obtained from 24 g 4-chlorobenzyl 
ester and 21.26 g 1) . 
IT 40918-51-2 

RL: RCT (Reactant); RACT (Reactant or reagent) 
(preparation of perindopril by acylation of 

octahydroindolecarboxylates with ethoxycarbonyl butyl alanine) 
RN 40918-51-2 HCAPLUS 

CN L-Norvaline, ethyl ester, hydrochloride (9CI) (CA INDEX NAME) 
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Absolute stereochemistry. 




• HC1 



REFERENCE COUNT: 



THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2005:371219 HCAPLUS 
142:435775 . 

Novel method for preparation of crystalline 
perindopril erbumine 

S i ngh^ J^-gw— Pa 1 : Godbole, Himanshu Madhav; Nehate, 

Sagar Purushottam 

Lupin Ltd. , India 

PCT Int. Appl., 68 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 


2005037788 




Al 




20050£2-8* 




WO 2003- 


IN340 




20031021 




W: 


AE, 


AG, 


AL, 


AM, 


AT^ 


^ctTaz, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 






CO, 


CR, 


CU, 


cz, 


DE, 


DK, DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, GE, 






GH, 


GM, 


HR, 


HU, 


ID, 


IL, IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, LK, 






LR, 


LS, 


LT, 


LU, 


LV, 


MA, MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NI, 


NO, NZ, 






OM, 


PG, 


PH, 


PL, 


PT, 


RO, RU, 


sc, 


SD, 


SE, 


SG, 


SK, 


SL, 


SY, 


TJ, TM, 






TN, 


TR, 


TT, 


TZ, 


UA, 


UG, US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, 


ZW 






RW: 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 






KG, 


KZ, 


MD, 


RU, 
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AB Crystalline perindopril erbumine (I .H2NBu-tert) is prepared and the 
x-ray (powder) diffraction pattern given. The process comprises 
reacting a solution of perindopril (I), in a solvent selected from 
DMF or di-Me acetals of lower aliphatic aldehydes and ketones with tertiary 
butylamine and crystallization of the erbumine salt thus obtained by heating 

the 

reaction mixture to reflux, filtering hot, cooling gradually to 

20-30°, and further cooling to 0-15° for 30 min-1 h and 

finally filtering off and drying the crystals. 
IT 39256-85-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of crystalline perindopril erbumine) 
RN 39256-85-4 HCAPLUS 

CN L-Norvaline, ethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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OTHER SOURCE(S): MARPAT 141:301435 

AB Embodiments of the invention relate to a composition, a process of 

making the composition, and to the use of the composition The compns. include 

a 

mol. complex formed between an acidic pharmaceutical drug and at least one 
functional substance. The compns. provide improved bioavailability and 
improved delivery of the drug into the cutaneous tissues. For example, 
methotrexate complex with L-lysine was found to have less skin irritation 
when applying topically to treat psoriasis on the forearm. 
IT 921-74-4D, complexes with acidic drugs 2743-60-4D, Ethyl 
leucinate, complexes with acidic jirugs 

RL: COS (Cosmetic use); THU (Therapeutic use); BIOL (Biological study); 
USES (Uses) 

(topical compns. containing acidic active ingredient complexes with amino 
acids and their derivs . for improved skin care and treatment of skin 
conditions) 
RN 921-74-4 HCAPLUS 

CN L-Isoleucine, ethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 
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CN L-Leucine, ethyl ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



10566562h. trn 



Page 13 



14 :46 



10/08/2006 10566562h. trn 



NH 2 




0 



L12 ANSWER 5 OF 5 HCAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004 : 740158 HCAPLUS 
141:243833 

Process for preparation of 
perindopril and its\salts 

D ap^a, p pbapbigJa^ffTnah Girij Pal; Godbole, Himanshu 

MeWllJV; Siyan, Rajinder Singh 

Lupin Limited, India 

PCT Int. Appl . , 46 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 2004075889 
W 



20030228 



ai 2024ja£*e — ' wo 2003-1N42 

AE, AG, AL, AM, ATf'^U, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 
CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 
LS, LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, PH, 
PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, TJ, TM, TO, TR, TT, TZ, 
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CASREACT 141:243833; MARPAT 141:243833 
A process for the preparation of perindopril and its salts 
involves reaction of N- [1 (S) - (ethoxycarbonyl) butyl] -L-alanyl chloride (I) 
or bromide with (2S) -indolinecarboxylic acid benzyl ester or its hexahydro 
derivative, followed by catalytic hydrogenation . Thus, perindopril 
benzyl ester was prepared by adding a slurry of 1.88 g I (preparation given) 

solution of 1.6 g (2S, 3aS, 7aS) -octahydroindole-2-carboxylic acid benzyl ester 

and triethylamine in CH2C12 at -10 to 15° over 25-30 min. 

Hydrogenation of the benzyl ester over 10% Pd-C afforded 1.3 g 

perindopril . 

39256-85-4 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 
(preparation of perindopril and its salts) 
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RN 39256-85-4 HCAPLUS 

CN L-Norvaline, ethyl ester (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




NH 2 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB A method for the synthesis of perindopril and its 

pharmaceutically-acceptable salts (e.g., the tert-butylamine) involves 
cyclocondensation reaction of N- [ (S) -1-carbethoxybutyl] - (S) -alanine with 
sulfinyl chlorides R1SOC1 (Rl = imidazolyl, benimidazolyl , or tetrazolyl) 
to give Et (2S) -2- [ (4S) -4-methyl-2, 5-dioxo-l, 2, 3-oxathiazolidin-3- 
yl]pentanoate, which is amidated with (2S) -2 , 3 , 4 , 5 , 6 , 7-hexahydro-lH-indole- 
2-carboxylic acid and hydrogenated over 10% Pt/C to give 
perindopril . 
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Disclosed are a stable pharmaceutical composition comprising (1) a 
therapeutically effective amount of an angiotensin converting enzyme (ACE) 
inhibitor which is susceptible to degradation or its salt; (2) a greater than 
- stoichiometric amount of an alkali or alkaline earth metal carbonate, relative 
to the amount of ACE inhibitor or its salt; and (3) a pharmaceutical ly 
acceptable carrier; and a process for the manufacture of such compns . 
For example, moexipril -HC1 was intimately blended with NaHC03 prior 
to wet granulation to give granules containing moexipril • HC1 15, NaHC03 
1.2, lactose monohydrate 150.3, crospovidone 6, and pregelat inized starch 
16 parts, which were further tableted by. adding Crospovidone 4 parts and 
Mg stearate 1 part. After storage at 40° and 75 % relative 
humidity for 4 wks , .apprx.0.4 % degradation products were observed 
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MARPAT 139:149930 

The invention relates to 1- [2 (S) - [1 (S) - (ethoxycarbonyl ) butylamino] propiony 
1] - (3aS, 7aS)octahydroindole-2 (S) -carboxylic acid (perindopril) 
and its tert-butylamine salt, free of contaminants derivable from 
dicyclohexylcarbodiimide, and a process for their synthesis. 
The invention also relates to N- [1- (ethoxycarbonyl) butyl] -N- 
(alkoxycarbonyl) alanine intermediates used in the synthesis of 
perindopril, a known ACE inhibitor. Thus, N- [1- 
( ethoxycarbonyl) butyl] -N- (ethoxycarbonyl) alanine, prepared by 
ethoxycarbonylation of N- [1- (ethoxycarbonyl) butyl] alanine, was treated 
with thionyl chloride in CH2C12 and acylated by perhydro indole- 2 - 
carboxylic acid in THF at reflux for 4-4.5 h. The product was treated 
with tert-butylamine to afford 55% perindopril eburmine. 
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MARPAT 138:107004 
Perindopril [ (2S,3aS,7aS) -1- [ (2S) -2- [ (IS) -1- 
(ethoxycarbonyl) butylamino] propionyl] oc tahydro-lH-indole-2-carboxylic 
acid] or its analogs or salts were prepared by treating 

RcCH(C02Ra)NHCHRbC02H (Ra, Rb = Cl-4 alkyl, Rc = Cl-6alkyl) with X2C:0 { X 
is a leaving group) to give a 2 , 5-dioxooxazolidine, which reacts with 
octahydro-lH-indole-2-carboxylic acid or ester to give the desired 
product. In an example, N, N 1 -carbonyldiimidazole was added to a 
suspension of N- [ (S) -1-carbethoxybutyl] - (S) -alanine in CH2C12 and the 
mixture kept at 0° for 1 h. (2S, 3aS, 7aS) -octahydroindole-2- 
carboxylic acid was added at -5°C and the solution kept at this temperature 
for 1 h to give 80% perindopril (isolated as the tert-butylamine 
salt) . 
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AB Drugs, especially low aqueous solubility drugs, are provided in a porous 
matrix form, 

preferably micropart icles , which enhances dissoln. of the drug in aqueous 
media. The drug matrixes preferably are made using a process 
that includes (i) dissolving a drug, preferably a drug having low aqueous 
solubility, in a volatile solvent to form a drug solution, (ii) combining at 

least 

one pore forming agent with the drug solution to form an emulsion, 
suspension, or second solution and hydrophilic or hydrophobic excipients that 
stabilize the drug and inhibit crystallization, and (iii) removing the volatile 
solvent and pore forming agent from the emulsion, suspension, or second 
solution to yield the porous matrix of drug. Hydrophobic or hydrophilic 
excipients may be selected to stabilize the drug in crystalline form by 
inhibiting crystal growth or to stabilize the drug in amorphous form by 
preventing crystallization The pore forming agent can be either a volatile 
liquid 

that is immiscible with the drug solvent or a volatile solid compound, 
preferably a volatile salt. In a preferred embodiment, spray drying is 
used to remove the solvents and the pore forming agent. The resulting 
porous matrix has a faster rate of dissoln. following administration to a 
patient, as compared to non-porous matrix forms of the drug. In a 
preferred -embodiment , micropart icles of the porous drug matrix are 
reconstituted with an aqueous medium and administered parenterally, or 
processed using standard techniques into tablets or capsules for oral 
administration. Thus, 5.46 g of PEG 8000, 0.545 g of prednisone, and 
0.055 g of Span 40 were dissolved in 182 mL of methylene chloride. A 
solution of 3.27 g of ammonium bicarbonate in 18.2 mL of water was added to 
the organic solution (phase ratio 1:10) and homogenized for 5 min at 16,000 

RPM . 

The resulting emulsion was spray dried on a benchtop spray dryer using 
an air-atomizing nozzle and nitrogen as the drying gas. 
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AB The invention concerns a novel solid pharmaceutical composition, with 
controlled release, obtained by hot -process thermof orming of a 
mixture based on polymers belonging to the polymethacrylate family, and 
perindopril or one of its pharmaceutical ly acceptable salts. 
Controlled-release pharmaceutical were prepared by extrusion of 2% 
perindopril tert-butylamine salt and 98% Eudragit E-100 at 
95°. Dissoln. rate of the composition was studied. 
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AB The y crystalline form of the diuretic perindopril 

tert-butylamine salt (I) is prepared by refluxing a chlorof orm-I solution 
cooling the solution to 0°, and filtering the I y crystal 
modification which is characterized by its X-ray diffraction pattern; a 
I -containing formulation is presented. 
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Combinations of ACE inhibitors and vasopressin antagonists are useful to 
slow and reverse the process of ventricular dilation, and 
chronic heart failure in mammals. The clin. efficacy of YM087 and 
combination of ACE inhibitors and vasopressin antagonists was established 
in animals and humans. A tablet contained conivaptin 25, qunapril 
hydrochloride 20, lactose 30, corn starch 20, and magnesium stearate 5%. 
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AB Drugs, especially low aqueous solubility drugs, are provided in a porous 
matrix form, 



preferably micropart icles , which enhances dissoln. of the drug in aqueous 
media. The drug matrixes preferably are made using a process 
that includes (i) dissolving a drug, preferably a drug having low aqueous 
solubility, in a volatile solvent to form a drug solution, (ii) combining at 

least 

one pore forming agent with the drug solution to form an emulsion, 
suspension, or second solns . , and (iii) removing the volatile solvent and 
pore forming agent from the emulsion, suspension, or second solution to yield 
the porous matrix of drug. The pore forming agent can be either a 
volatile liquid that is immiscible with the drug solvent or a volatile solid 
compound, preferably a volatile salt. In a preferred embodiment, spray 
drying is used to remove the solvents and the pore forming agent. The 
resulting porous matrix has a faster rate of dissoln. following 
administration to a patient, as compared to non-porous matrix forms of the 
drug. In a preferred embodiment, micropart icles of the porous drug matrix 
are reconstituted with an aqueous medium and administered parenterally , or 
processed using standard techniques into tablets or capsules for oral 
administration. Paclitaxel or docetaxel can be provided in a porous 
matrix form, which allows the drug to be formulated without solubilizing 
agents and administered as a bolus. For example, a nif edipine-loaded organic 
solution was prepared by dissolving 9.09 g of PEG 3350, 2.27 g of nifedipine, 
and 0.009 g of lecithin in 182 mL of methylene chloride. An aqueous solution 

was 

prepared by dissolving 3.27 g of NH4HC03 and 0.91 g of PEG 3350 in 1.82 mL 
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of water. The aqueous and organic solns. were homogenized and resulting 
emulsion 

was spray dried. A suspension of the porous nifedipine drug matrix was 
prepared in 5% dextrose solution at a concentration of 2 . 5 mg/mL. A bolus 
injection 

of the suspension was tolerated when administrated to dogs. 
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A combination of angiotensin inhibitors and nitric oxide stimulators is 
used to slow and reverse the process of fibrosis in the body. 
This combination of medicaments is particularly useful in the treatment of 
a variety of cardiovascular fibrotic pathologies, such as that associated 
with left ventricular hypertrophy secondary to hypertension, myocardial 
infarction, and myocarditis. 
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AB Salicylates of esterifiable ACE inhibitors, especially captropril-S-aspirinate, 
and processes for their preparation are described. A pharmaceutical 
composition (e.g. capsules or tablets) contains the compds. of the invention 
and may also contain a diuretic and K+ salts. 
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